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NON-IMIDAZOLE ARYLOXY (OR ARYLTHIO) ALKYLAMINES AS 
HISTAMINE H3-RECEPTOR ANTAGONISTS AND THEIR THERAPEUTIC 
APPLICATIONS. 

5 The present invention relates to novel aryloxy (or arylthio) 

alkylamines, to their preparation and to their therapeutic applications. 

Antagonists of histamine H3 receptor are known especially to 
increase synthesis and release of cerebral histamine. Through this mechanism, 
they induce an extended wakefulness, an improvement in cognitive processes, 
10 a reduction in food intake and a normalization of vestibular reflexes (Schwartz 
et al., Physiol. Rev., 1991, 71: 1-51). 

Whence these agents are potentially useful in several central 
nervous system disorders such as Alzheimer disease, mood and attention 
alterations, cognitive deficits in psychiatric pathologies, obesity, vertigo and 
15 motion sickness. 

All the H 3 receptor antagonist compounds known so far resemble 
histamine in possessing an imidazole ring (Ganellin et al., Ars Pharmaceutics, 
1995, 36:3, 455-468; Stark et al., Drug of the Future, 1996, 21(5), 507-520). 

Nevertheless, such imidazole derivatives may show drawbacks 
20 such as poor blood-brain barrier penetration and/or some hepatic and ocular 
toxicities. These drawbacks, which can prevent their therapeutic development, 
appear to be linked to the presence of an imidazole ring substituted by a 
hydrophobic chain. 

Attempts to develop H 3 receptor antagonists without an imidazole 
25 ring have up to now been unsuccessful, the compounds being of low potency. 

In this respect, non-imidazole compounds such as betahistine (J- 
M. Arrang et al., Eur. J. Pharmacol. 1985, 111: 72-84), phencyclidine (J-M. 
Arrang et al., Eur. J. Pharmacol. 1988, 157: 31-35), dimaprit (J-C Schwartz et 
al:, Agents Actions 1990, 30: 13-23), clozapine (M. Kathmann et al., 
30 Psychopharmacology 1994, 116: 464^68), and sesquiterpenes (M. Takigawa 
et al., JP 06 345 642 (20 Dec 1994)) were suggested to display H 3 -receptor 
antagonism but all these compounds have only very low potency. 



The present invention provides new compounds, the structure of 
which do not contain an imidazole moiety, which are useful as histamine H 3 - 
receptor antagonists while avoiding the above-mentioned drawbacks of the 
known H 3 -antagonists. 
5 The compounds of the invention have the following general 

formula (I): 



-Ok 



(R 3 )n3-t^Jl 

^X-C n H 2 n— N K (0 
R 2 

io in which: 

- C n H 2 n is a linear or branched hydrocarbon chain with n ranging from 2 to 8; 

- X is an oxygen or sulfur atom; 

- R 1 and R 2 may be identical or different and represent each independently 

• a lower alkyl or cycloalkyl, 
is or taken together with the nitrogen atom to which they are attached, 

• a saturated nitrogen-containing ring 

i) N^JCH 2 )m 

20 with m ranging from 4 to 7, or 

• an unsaturated nitrogen-containing ring 

^(CH 2 yCH 

N 

25 \CH2),\CH/ f 

with p, q and r being 1 to 3 independently, 

such nitrogen-containing ring i) or ii) being unsubstituted or substituted by one 
or more lower alkyl or cycloalkyl, or carboalkoxy groups, or 
30 • a morpholino group, or 

• a N-substituted piperazino group: 



I— R 



|Ef?98401944i8 ; 



with R being a lower alkyl, an alkanoyl or an optionally substituted phenyl group; 

- na is an integer from 0 to 5; 

- R 3 represents each independently 

• a halogen atom, 

5 • a lower alkyl or cycloalkyl, a trifluoromethyl, aryl, alkoxy, 

aryloxy, nitro, formyl, alkanoyl, aroyl, arylalkanoyl, amino, 
carboxamido, cyano, alkyloximino, aryloximino, a-hydroxyalkyl, 
alkenyl, alkynyl, sulphamido, sulfamoyl, carboxamide, 
carboalkoxy, arylalkyl or oxime group, 
io • or taken together with the carbon atoms of the phenyl ring to 

which it is fused, a 5- or 6-mernbered saturated or unsaturated 
ring or a benzene ring. 
The invention also relates to the addition salts which the 
compounds form with pharmaceutical^ acceptable acids. The pharmaceutical^ 
is acceptable salts comprise the nontoxic salt of inorganic or organic acids. 
Examples of these salts include the hydrochloride, the hydrobromide or the 
hydrogen maleate or hydrogen oxalate. 

The present invention also encompasses the hydrates of the 
compounds, the hydrated salts of these compounds and the polymorphic 
20 crystalline structures. When the compounds can exist in one or a number of 
isomeric forms according to the number of asymmetric centres in the molecule, 
the invention relates both to all the optical isomers and to their racemic 
modifications and the corresponding diastereoisomers. The separation of the 
diastereoisomers and/or of the optical isomers can be carried out according to 
25 methods known per se. 

According to the invention, lower alkyl or cycloalkyl is intended to 
mean a linear or branched alkyl group containing from 1 to 6 carbon atoms, or a 
saturated carbocycle containing 3 to 6 carbon atoms. 

Typically examples of lower alkyl are methyl, ethyl, propyl, 
30 isopropyl and butyl groups. 

A preferred group of compounds according to the invention 
comprises those with R 1 and R 2 representing independently a lower alkyl group, 
especially an ethyl group. 



Preferred compounds are also those of formula (I) in which R 1 and 
R 2 taken together with the nitrogen atom to which they are attached, form a 
saturated nitrogen-containing ring: 

') N (CH 2 )m 



especially with m being 4, 5 or 6, optionally substituted with an alkyl group, 
preferably a methyl group. 
io Another preferred group of compounds comprises compounds (I) 

in which R 1 and R 2 taken together with the nitrogen atom to which they are 
attached, form an unsaturated nitrogen-containing ring: 

fcuy 



15 ii) 



^(CH^ 
N 



CH 2 ) q \CH/ r 



especially with p, q p and r being 1 . or 2. In this group, more preferred 
compounds are those with p being 2 and q and r each being 1 . 
20 Typical example of — NR 1 R 2 representing a N-substituted 

piperazino group is N-acetylpiperazino. 

A preferred group of compounds according to the invention is the 
group composed of compounds of formula (I) in which X is an oxygen atom. 

Another preferred group of compounds comprises compounds (I) 
25 in which -CnHW is a linear chain -(CH 2 ) n - with n being as previously defined. 

Preferred compounds are also those with n varying from 3 to 5, 
and with n being more preferably 3. 

A sub-class of compounds according to the invention comprises 
the compounds of formula (I) with n 3 being zero that is those having an 
30 unsubstituted phenyl moiety. 

Another group of compounds according to the invention is 
composed of compounds containing one or more substituents R 3 which may be 
identical or different. In this group, the compounds having a mono- or di- 



5 

substituted (ri3 = 1 or 2) phenyl moiety are preferred and those mono- 
substituted with one group R 3 as defined above in para-position are particularly 
preferred. 

Among these compounds, (n 3 being 1 ) R 3 is preferably a halogen 
5 atom or a cyano, nitro, alkanoyl, alkyloximino or a-hydroxyalkyl group. 

Still more preferred compounds are those with R 3 being CN, NC>2 ( 
COCH 3 , COC 2 H 5l H 3 C-C=N-OH, H3C-CH-OH. 

R 3 being a halogen atom may be advantageously selected from 
fluorine, chlorine and bromine. 
10 R 3 being an aryl group, may be especially a phenyl group. 

In the other substituents R 3 , the aryl moiety is advantageously a 
phenyl moiety. 

R 3 being an aryloxy group may be especially a phenoxy group. 

According to the invention, alkanoyl is intended to mean a group 
15 containing an alkyl moiety as defined above. 

Typical examples of R 3 being an alkanoyl, aroyl or arylalkanoyl 
group are acetyl, butyryl and propionyl groups, benzoyl group or phenylacetyl 
group. 

Typical examples of R 3 forming together with the carbon atoms of 
20 the phenyl ring to which it is fused, a saturated ring leads to 5,6,7,8- 
tetrahydronaphthyl or forming a benzene ring leads to a naphthyl moiety. 

According to the invention, alkenyl or alkynyl group may contain 
advantageously from 1 to 8 carbon atoms, in particular from 1 to 6 carbon 
atoms and preferably 1 to 4 carbon atoms. 
25 In carboalkoxy, carboxyamido or carboxamide groups, the 

hydrocarbon chain is saturated, linear or branched and contains an alkyl moiety 
as defined above. 

In alkoxy, alkyloximino, arylalkyl or a-hydroxyalkyl group, the alkyl 
moiety is as previously defined also. 
30 Particularly preferred compounds are: 

1 -(S-phenoxypentyl)-piperidine 

1 -{5-phenoxypentyl)-pyrrolidine 

N-methyl-N~(5-phenoxypentyl)-ethylamine 



1 -(5-phenoxypentyl)-morpholine 

N-(5-phenoxypentyl)-hexamethyleneimine 

N-ethyl-N-(5-phenoxypentyl)-propylamine 

1 -(5-phenoxypentyl)-2-methyI-piperidine 

1-(5-phenoxypentyl)-4-propyl-piperidine 

1-(5-phenoxypentyl)-4-methyl-piperidine 

1-(5-phenoxypentyl)-3-methyliDiperidine 

1-acetyl-4-(5-phenoxypentyl)-pip>era2:ine 

l-CS-phenoxypentylJ-S.S-trans-dimethyl-piperidine 

1-(5-phenoxypentyl)-3 ( 5-cis-dimethyl-piperidine 

l-CS-phenoxypentyl^.B-cis-dimethyl-piperidine 

4-carboethoxy-1-(5-phenoxypentyl)-piperidine 

3-carboethoxy-1-(5-phenoxypentyl)-piperidine 

1 -(5-phenoxypentyl)-1 ,2,3,6-tetrahydropyridine 

1 -[5-(4-nitrophenoxy)-pentyl]-pyrrolidine 

1 -[5-(4-chlorophenoxy)-pentyl]-pyrTolidine 

1-[5-(4-methoxyphenoxy)-pentyl]-pyrroIidine 

1-[5-(4-nnethylphenoxy)-pentyl}-pyrrolidine 

1 -[5-(4-cyanophenoxy)-pentyl]-pyrrolidine 

1-[5-(2-naphthyloxy)-pentyl]-pyrroIidine 

1 -[5-(1 -naphthyloxy)-pentyl]-pyrro!idine 

1-[5-{3-chIorophenbxy)-pentyl]-pyiTolidine 

1 -[5-{4-phenylphenoxy)-pentyl]-pyrrolidine 

I^S^-tS.ST.a-tetrahydronaphthyljHDxyl-pentylhpyrrolidine 

l-tS-tS-phenylphenoxyJ-pentyll-pyrrolidine 

I^S-phenoxypentyl^.S-dihydropyrrole 

1 -[5-{1 -(S.S.Z^-tetrahydronaphthyO-oxyJ-pentylJ-pyiTolidine 

1 -(4-phenoxybutyl)-pyrroIidine 

1 -(6-phenoxyhexyl)-pyrrolidine 

1-(5-phenylthiopentyl)-pyrrolidine 

1 -(4-phenylthiobutyl)-pyrrolidine 

1 -(3-phenoxypropyl)-pyrrofidine 

1-[5-(3-nitrophenoxy)-pentyl]-pyrroIidine 



1-[5-(4-fluorophenoxy)-pentyl]-pyrrolidine 

H5-(4-nitrophenoxy)-pentyl]-3-methyl-piperidine 

1-[5-(4-acetylphenoxy)-pentyl]-pyrrolidine 

1 -{5-(4-aminophenoxy)-pentyl]-pyrroiidine 

1 -[5-(3-cyanophenoxy)-pentyl]-pyrrondine 

N-[3-(4-nitrophenoxy)-propyl]«diethylamine 

N-[3-(4-cyanophenoxy)-propyl]-diethylamine 

1-[5-{4-benzoyiphenoxy)-pentyl]-pyrrolidine 

1-{5-[4-(phenylacetyl)-phenoxy]-pentyl}-pyrTolidine 

N-[3-(4-acetylphenoxy)-propyl]-diethylamine 

1-[5-(4-acetamidophenoxy)-pentyl]-pyirolidine 

1 -[5-(4-phenoxyphenoxy)-pentyl]-pyrrolidine 

1 -[5-{4-N-benzamidophenoxy)-pentyl]-pyrrolidine 

1 -{5-{4-(1 -hydroxyethyl)-phenoxy]-pentyl}-pyrrolidine 

1 -[5-{4-cyanophenoxy)-pentyl]-diethylamine 

1 -[5-{4-cyanophenoxy)-pentyl]-piperidine 

N-[5-(4-cyanophenoxy)-pentyl]-dimethylamine 

N-[2-(4-cyanophenoxy)-ethyl]-diethylamine 

N-{3-(4-cyanophenoxy)-propyl]-dimethylamine 

N-[4-(4-cyanophenoxy)-butyl]-diethyIamine 

N-[5-(4-cyanophenoxy)-pentyl]-dipropylamine 

1-[3-{4-cyanophenoxy)-propyl]-pyrrolidine 

1-{3-(4-cyanophenoxy)-propyl]-piperidine 

N-[3-(4-cyanophenoxy)-propyl]-hexamethyIeneimine 

N-[6-(4-cyanophenoxy)-hexyl]-diethylamine 

N-[3-(4-cyanophenoxy)-propylJ-dipropylamine 

N-3-[4-( 1 -hydroxyethy!)-phenoxy]-propyl-diethylamine 

4-(3-diethyIaminopropoxy)-acetophenone-oxime 

1-[3-{4-acetylphenoxy)-propyl]-piperidine 

1-[3-{4-acetylphenoxy)-propyl]-3-methyl-piperidine 

l-P^-acetylphenoxyJ-propyll-S.S-trans-dimethyl-piperidine 

1-[3-{4-acetylphenoxy)-propyl]-4-methyUpiperidine 

1-[3-<4-propionyIphenoxy)-propyl]-piperidine 



;DESC; 



1 ^3-(4-acetylphenoxy)-propyl]-3 ( 5-cis-dimethyl-piperidine 

1-[3-<4-formylphenoxy)-propyl]-piperidine 

1-[3-<4-isobutyrylphenoxy)-propyl]-piperidine 

N-[3-(4-propionylphenoxy)-propyl]-diethylamine 
5 1 -[3-(4-butyrylphenoxy)-propyl]-piperidine 

1 -[3-(4-acetylphenoxy)-propyl]-1 ,2,3,6-tetrahydropyridine 

More preferred compounds are: 

1-[5-<4-nitrophenoxy)-pentyl]-pyrrolidine 

N-[3-(4-cyanophenoxy)-propyI]-diethylamine 
io N-[3-(4-acetylphenoxy)-propyl]-diethylamine 

1 -{5-[4-(1 -hydroxyethyl)-phenoxy]-pentyl}-pyrrolidine 

N-[4-(4-cyanophenoxy)-butyl]-diethyIamine 

1 -[3-(4-cyanophenoxy)-propyl]-piperidine 

N-[3-(4-cyanophenoxy)-propyl]«hexamethyleneimine 
15 N-3-[4-{1 -hydroxyethyi)-phenoxy]-propyl-diethylamine 

4-(3-diethylaminopropoxy)-acetophenone-oxime 

1-[3-<4-acetylphenoxy)-propyl]-3-methyl-piperidine 

1-[3-(4-acetylphenoxy)-propyI]-4-methyl-piperidine 

1 -[3-{4-propionyIphenoxy)-propyl]-piperidine 
20 Compounds of formula (I) in which: 

• -NR 1 R 2 is a pyrrolidinyl group, C n H2n is a linear chain -(CH2) n - 
and n 3 is zero, X being an oxygen atom with n ranging from 3 
to 5, or X being a sulfur atom with n being 4 or 5; 

• -NR 1 R 2 is a piperidinyl group, C n H2n is a linear chain -(CH 2 )n- 
25 and X is an oxygen atom, n 3 being zero with n being 2, 5 or 8 

or n 3 being 1 with R 3 being 4-CN and n being 5; 

• -NR 1 R 2 is a diethylamine group, X is an oxygen atom, C n H2n is 
a linear chain -(CH 2 ) n - and n 3 is 1 , R 3 being 4-N0 2 or 4-COCH 3 
with n being 3 or R 3 being 4-CN with n being 2 to 4; 

30 • -NR 1 R 2 is a dimethylamine group, X is an oxygen atom, C n H 2n 

is a linear chain -(CH2)n- and n 3 is 1, R 3 being 4-CN with n 
being 3, 
are known in the art. 
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A subject of the invention is thus the use of these compounds as 
antagonists at the histamine hb-receptors, in particular to prepare medicaments 
acting as ^-antagonists intended for the treatments detailed below. 

The compounds according to the invention may be prepared 
5 according to one of the following schemes 1 -5: 



SCHEME I (methods A. B. C. D, H and K): 




BrC n H 2n Br 



XH 




hnr'r 2 



XC„H 2n Br 




XCH^NR'R 2 



SCHEME 2 (methods F and L): 



^ HOCnHjoCl + HNR'R 2 




+ HOCnH^NR'R 



OH 



ROOC-N=N-COOR' < Jfl 
(C^jP.THF.Na 5^ 




CX^H 2- NR'R 2 



SCHEME 3 (method E): 
N0 2 

Pd/C and H 2 




(COOH)2 



OC^HjnNR'R 2 
(COOHh 



NH, 



NHCOCfiHj 




CeHjCOCl 
Pyridine 




OC 0 H 2o NR l R 2 
2 (COOH>2 



ll>2 



OQiHz.NR'R- 



SCHEME 4 (method G): 



H,C" 



O 
II 

.C 




LiAlK, 



Et,0 



It>2 



OCHjJNR'R" 



H 3 C" 



OH 
I 

CH 




OC^^NR^ 2 



SCHEME 5 (method J): 



O 
II 
,C 



H 3 C 




H 2 NOH; HCI 

MeOH and H 2 0 
OC„H Jn NR'R 2 



N(OH) 




1 D 2 



OC„H, n NR'R 
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In these schemes, R\ R 2 , R 3 , X and n are as defined in genera! 

formula (I). 

Me and Et are intended to mean methyl and ethyl. 
Detailed synthesis procedures are given in the examples. 
5 The compounds of formula (I) according to the invention have 

antagonistic properties at the histamine HVreceptors. They cause an increase 
in synthesis and release of cerebral histamine. 

This property makes the compounds of the invention useful 
derivatives in human or veterinary medicine. 
10 Their therapeutical applications are those known for H 3 -antagonist 

^ compounds and especially relate to the central nervous system disorders such 

as Alzheimer disease, mood and attention alterations, cognitive deficits in 
psychiatric pathologies, obesity, vertigo and motion sickness. 

Therefore, the compounds of formula (I) according to the invention 
15 are advantageously used as active ingredient of medicaments which act as an 
antagonist of H3-receptors of histamine, in particular of medicaments having 
psychotropic effects, promoting wakefulness, attention, memory and improving 
mood, in treatment of pathologies such as Alzheimer disease and other 
cognitive disorders in aged persons, depressive or simply asthenic states. 
20 Their nootropic effects can be useful to stimulate attention and 

memorization capacity in healthy humans. 

In addition, these agents can be useful in treatment of obesity, 
vertigo and motion sickness. 

It can also be useful to associate the compounds of the invention 
25 with other psychiatric agents such as neuroleptics to increase their efficiency 
and reduce their side effects. 

Application in certain form of epilepsy is also foreseen. 
Their therapeutic applications involve also peripheral organs 
mainly a stimulant of secretions or gastro-intestinal motricity. 
30 The compounds of the invention are particularly useful for the 

treatment of GNS disorders of aged persons. 
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The present invention also relates to medicaments having the 
above-mentioned effects comprising as active ingredient, a therapeutically 
effective amount of a compound of formula (I). 

The present invention also relates to pharmaceutical compositions 
containing as active ingredient, a therapeutically effective amount of a 
compound (I) together with a pharmaceutically acceptable vehicle or excipient. 

The medicaments or pharmaceutical compositions according to 
the invention can be administered via oral, parenteral or topical routes, the 
active ingredient being combined with a therapeutically suitable excipient or 
vehicle. 

According to the invention, oral administration is advantageously 

used. 

Another subject of the present invention is the use of the 
compounds of formula (I) for the preparation of H3-antagonist medicaments 
according to the above-mentioned forms. 

The invention further relates to the use of the compounds of 
formula (I) for preparing medicaments having the pre-cited effects. 

Still another subject of the invention is a method for the treatment 
of precited ailments comprising administering a therapeutically effective dose of 
a compound (I), optionally in combination with a therapeutically acceptabl 
vehicle or excipient. 

For each of the above-indications, the amount of the active 
ingredient will depend upon the condition of the patient. 

However, a suitable effective dose will be in general in the range 
of from 10 to 500 mg per day and of from 1 to 10 mg/day for particularly active 
compounds. 

These doses are given on the basis of the compound and should 
be adapted for the salts, hydrates or hydrated salts thereof. 

The invention is now illustrated by the following examples. 

EXAMPLES 

The structure of the synthesized compounds and their method of 
preparation as well as their melting point, recrystalisation solvant and elemental 
analysis are summarized in the following Table I: 
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I A RLE I: 





FORMULA 
STRUCTURE 
NAME 


mp 

(recryst. solv) 


analysis icaic.l 


method 


I 


C10H25NO; C2H2O4 

<^^0(CH a ) s -N^) <COOHh 

I -(5-phenoxypentyI)-piperidine hydrogen 
oxalate 


143-145°C 

(absolute 

ethanol) 


C 64 06 (64.07) 
H- 8.09 (8.16) 
N T : 4 14 (4.15) 


A 


2 


C15H23NO; C2H2O4 
^^0-(CH 2)s -f^3 (COOH), 

I-(5-phenoxypentyI)-pynolidine hydrogen 
oxalate 


153-155°C 
(absolute 
ethanol) 


C: 63.06 (63.14) 
H: 7.78 (7.79) 
N: 4.42 (4.33) 


A 


3 


C14H23NO; C2H2O4 

£ >-0-(CH2) ff N v (COOHh 
^ " V CH 2 CH 3 

N-mechyI-N-(5-phei!axypcntyI)-ethyIaminc 
hydrogen oxalate 


122-124°C 

(absolute 

ethanol) 


C: 61.74 (61.72) 
H: 8.24 (8.09) 
N: 4.52 (4.50) 


A 


4 


C15H23NO2: C2H2O4 

^~^-Q - (CH2) S r/ \ (COOH), 

I K5-phenoxypentyl)-morphoiine hydrogen 
oxalate 


166-168°C 

(absolute 

ethanol) 


C: 60.10 (60.16) 
H: 7.45 (7.31) 
N: 4.0S (4.13) 


A 


5 


C17H27NO; C2H2O4 

^ ^Q-(CH2)s^^^^ tCOOH) 2 

N-(5-phenoxypentyl)-hexamethyleneimine 
hydrogen oxalate 


132-134°C 

(absolute 

ethanol) 


C: 64.70 (64.93) 
H* 8 34 (8.32) 
N: 3 85 (3 99) 


A 



6 


Ci 6 H 2 7NO; C2H2O4 

/=\ CH2CH3 
4 >0-(CH 2hr N <COOHl, 
^ — " CH 2 CH 2 CH 3 
N-ethyl-N-(5-phenoxypentyl)-propylamine 
hydrogen oxalate 


90-9 1 °C 
(isopropyl 
aicoliol) 


C: 63.60 (63.69) 
H: 8.81 (8.61) 
N: 3.97 (4.13) 


B 


7 


C17H27NO; l.l C2H2O4 
CH 3 

C^o-W^k) 11 < cooh >* 

l-(5-phenoxypentyl)-2-methyl-piperidine 
hydrogen oxalate 


80-83°C 
(isopropyl 
alcohol) 


C: 64.15 (63.98) 
H: 8.42 (8.17) 
N: 3.97 (3.89) 


B 


8 


Ci9H3iNO;C 2 H20 4 

L >-0-(CHateN V- nCsHr (COOH), 

l-(5-pheiK)xypcrttyl)-4-propyl-piperidine 
hydrogen oxalate 


165-166°C 

(absolute 

ethanol) 


C: 66.27 (66.46) 
H: 8.94 (8.76) 
N: 3.72 (3.69) 


B 


9 


C17H27NO. C 2 H 2 0 4 

^ ^-Q-(CH2)rN^ CH 3 (COOH)j 

l-(5-phenoxypentyl)-*-methyl-piperidine 
hydrogen oxalate 


151-152°C 

(absolute 

ethanol) 


C: 64.87 (64.93) 
H: 8.41 (832) 
N: 4.01 (3.99) 


B 


10 


Q7H27NO; C 2 H 2 0 4 
CH 3 

^^-O-CCH^s-N^ ^ (COOH) 2 

I -<5-phenoxypentyl)-3-methy ! -pi peridine 
hydrogen oxalate 


140-141°C 
(isopropyl 
alcohol) 


C: 65.35 (64.93) 
H: 8.49 (8.32) 
N: 4.00 (3.99) 


B 



Pi^teS:id6-f0Si99^ 



:EPM6;1.944i8: 



15 
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C!7H 2 6>*202; C2H2O4 

^ t CH 2)s-N^ \lCOCH 3 (COOH), 

I -acetyl -4-(5-pnenoxypentyl)-piperazine 
Incroeen oxalate 


186-188°C 

(absolute 

eilianol; 


C: 59.78 (59.99) 
H: 7.47 (7.42) 
N: 7.35 (7.36) 


B 


P CiftHooVO 1 05 C?H->Oj 

^ J ^ ^-°-(^ H 2)s-N^ ^ 1.0S (COOH). 

J 1 -(5-phenoxypentyl)-3»5-trans-dimcthyl- 
I piperidioe hydrogen oxalate 


154-155°C 

(absolute 

ethanol) 


C: 65.16 (65.25) 
H: 8.61 (8.47.) 
N: 3.66 (3.79) 


B 


1-3 I t~igrl29iNLA v,2"2^4 
J CH 3 

1 -(5-phenoxypentyl)-3^-cis-<IimethyI- 
I piperidioe hydrogen oxalate 


154-15S°C 
(isopropyl 
alcohol) 


C: 65.62 (65.73) 
H: 8.64 (835) 
N: 3.63 (3.83) 


B 


14 I C 18 H 2 9NO; HC1 

^~^0-(CH^N^~\ HQ 
CH3 

I-(5-phenox>pe-ntyl)-2,6K:is-dimethyI- 
j pipcridine hydrochloride 


135-136°C 
(acetone) 


C: 69.18 (69.32) 
H: 9.79 (9.70) 
N: 4.28 (4.49) 


B 


l 5 I Ci9H29N03;C 2 H204 

4-carboethoxy- 1 -(5-phenoxypenryI)- 
| pipendine hydrogen oxalate 


149-150°C 

(absolute 

ethanol) 


C: 61.16 (61.60) 
H: 7.76 (7.63) 
N: 3.40 (3.42) 


B 



16 



16 


C19H29NO3, C 2 H 2 04 

COOC 2 H ft 

^~^-Q-(CH2)rN^ ^ (cooh) 2 

3-carboethoxy- 1 -{5-phenoxypentyl)-piperidine 
hydrogen oxalate 


117-118°C 
(isopropyl alcohol) 


C: 61.54 (61.60) 
H: 7.87 (7.63) 
N: 3.29 (3.42) 


B 


17 


C16H23NO; C2H2O4 

^~^-Q-(CH2)s-N^ ^ (COOH) a 

KS-phenoxypentyO-l^^^tetrahydropyridine 
hydrogen oxalate 


177-179°C 
(methanol) 


C: 64.19 (64.46) 
H: 7.49(7.51) 
N: 4.25 (4.18) 


B 


18 


C15H22N2O3; C2H2O4; 0.2 H2O 

1 -[5-(4-nitrophenoxy)-pentyl]-pyrrolidine hydrogen 
oxalate 


145-147°C 
(absolute ethanol) 


C: 54.89 (54.89) 
H: 6.68 (6.61) 
N: 7.41 (7.53) 


C 


19 


C15H22CINO; C 2 H 2 0 4 

CI-^^-O-CCH^rN^ (COOH), 

l-[5-<4-chlorophenoxy)-pent>'lJ-pyrrolidine hydrogen 
oxalate 


139-141°C 
(absolute ethanol) 


C: 57.00 (57.06) 
H: 6.63 (6.76) 
N: 3.79 (3.91) 

CI: 10.24 (9.91) 


C 


20 


C16H25NO2; C2H2O4 

H > CO-^^-0(CH 2 ) s -N^) (COOH), 

l-[5K*-n»ethox>'phenoxj')-pentyl]-pyrrolidine 
hydrogen oxalate 


115-116°C 
(absolute ethanol) 


C: 61.22(61.17) 
H: 7.72 (7.70) 
N: 4.03 (3.96) 


C 


21 


C16H25NO; C2H2O4 

HsG- ^^' o " (cH2)6 " N 0 (cooH)2 

1 -[5-(4-methylphenoxy)-pentyl] -pyrrolidine hydrogen 
oxalate 


138-140°C 
(absolute ethanol) 


C: 64.05 (64.07) 
H: 8.00 (8.07) 
N: 4.10 (4.15) 


C 



17 



22 


C16H22N2O; LI C2H2O4 

nc ^^°' (ch2)6 ^0 1-1 (cooh>j 

l-[5-(4-cyanophenoxy)-pentyl]-pyrrolidine hydrogen 
oxalate 


129-130°C 
(absolute ethanol) 


C: 61.24 (61.16) 
H: 6.81 (6.82) 
N: 7.95 (7.84) 


C 


23 


Ci9H25NO;C 2 H 2 04 

^=^^-o-( CH2 ) s -n(^} (COOH), 

1 -[5-<2-naphlhyloxy)-pent>'l]-pyrrolidine hydrogen 
oxalate 


166-167°C 
(methanol) 


C: 67.42 (67.54) 
H: 7.26 (7.29) 
N: 3.66 (3.75) 


C 


24 


C19H25NO; 1.25 C2H2O4 
^^-Q-(CH 2 ) S ^3 1-25 (COOHfe 

1 -[5-( 1 -naphthyloxy )-pentyll-pyrrolidine hydrogen 
oxalate 


160-163°C 
(methanol) 


C: 65.12(65.22) 
H: 7 17(7.00) 
N: 3.52 (3.54) 


C 


25 


C15H22CINO; C2H2O4 

C ^^-0(CH J ) s Is(^3 (COOH >* 

l-[5^3-dilorophenoxy)-pent>l]-p>TTolidine hydrogen 
oxalate 


131-132°C 
(absolute ethanol) 


C: 56.94 (57.06) 
H: 6.67 (6.76) 
N: 3.74 (3.91) 
CI: 9.64 (9.91) 


C 


26 


C21H27NO; C2H204 

^3^^°" ccwi O (cooh>2 

l-[5^4-phenylphenoxy)-penryl]-p>Trolidine hydrogen 
oxalate 


189-190°C 
(methanol) 


C: 69.16(69.15) 
H: 7.39 (7.32) 
N: 3.39 (3.51) 


C 



,EP984.0.1 944,6 



DESC;; 
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27 


C19H29NO; C2H2O4 

!-{5.[2-(5 > 6 > 7,8-tetrahydronaphthyl)-oxy]-pentyl}- 
pyrrolidine hydrogen oxalate 


131-132°C 
(absolute ethanol) 


C: 66.73 (66.82) 
H: 8.37 (8.28) 
N: 3.68 (3.71) 


C 


28 


C21H27NO; 1.1 C2H2O4 
^O^CH^-N^} 11 (COOH >2 

l-[5-(3-phenyIphenoxy)-pentyl]-pynolidine hydrogen 
oxalate 


155-157°C 
(absolute ethanol) 


C: 68.40 (68.22) 
H: 7.04 (7.21) 
N- 3 45 f 3 43"! 


C 


29 


C15H21NO; C2H2O4 

^^-O-CCH,)^^ (COOHfe 

l-{5-phenoxypenr>'l)-2,5-dihydropyrn>le hydrogen 
oxalate 


140-141°C 
(absolute ethanol) 


C: 63.45 (63.54) 
H: 7.26 (7.21) 
N: 4.26 (4.36) 


B 


30 


C19H29NO, C2H2O4 

C Vo-(CH 2 ) s -N > i 

y ( (COOH)2 

l-{ 5-[ 1 -{5,6,7,8-tetrahydronaphthyl)-oxy]-pentyl}- 
pyrrolidine hydrogen oxalate 


148-149°C 
(absolute ethanol) 


C: 66.99 (66.82) 
H: 8.47 (8.28) 
N: 3.72 (3.71) 


C 


31 


C14H21NO; C2H2O4 

^^-0-(CHa)4-N(^l (COOHfe 

1^4^henox>^utyl)-pyrrolidine hydrogen oxalate 


143-144°C 
(absolute ethanol) 


C: 62.25(62.12) 
H: 7.46 (7.49) 
N: 4.49 (4.53) 


C 



f§§| 
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32 


C\ 6 H 2 sXO: 1.1 c 2 H 2 o 4 

1 -(6-phenoxyhexyl)-pyrrolidine hydrogen 
oxalate 


146-147°C 
(absolute 
ethanol) 


C. 63.06 (63.10) 
H: 8.03 (7.91) 
N: 4.32 (4.04) 


C 


33 


C| 5 H 2 jNS: 1.1 C2H2O4 

1 -(5-phenylthiopentyI)-pyTrolidine hydrogen 
oxalate 


150-152°C 

(absolute 

ethanol) 


C: 59.52 (59.29) 
H: 7.44 (7.29) 
N: 4.06 (4.02) 


C 


34 


C14H21NS; C2H2O4 

^^-S-(CHa>4^(33 (COOH>2 

l-(4-phenyllhiobutyl)-pyrrolidine hydrogen 
oxalate 


114-116°C 

(absolute 

ethanol) 


C: 59.24 (59.05) 
H: 7.16 (7.12) 
N:4.16 (4.30) 
S: 9.79 (9.85) 


C 


35 


C|3H 19 NO;C2H20 4 

^^-O-CCH^^ (COOH), 

l-(3-phcnoxypropyl)-pycrolidine hydrogen 
oxalate 


169-170°C 

(absolute 

ethanol) 


C: 60.98 (61.00) 
H.7.14 a. 17) 
N: 4.64 (4.74) 


C 


36 


C l5 H 2 2N20 3 ; C2H2O4 

4^Vo-(CH2)yN^~3 < COOH >2 

1 -(5-(3 -nitrophenoxy>-penty l]-pyrrolidine 
hydrogen oxalate 


130-13 1°C 

(absolute 

ethanol) 


C: 55.30 (55.43) 
H: 6.55 (6.57) 
N: 7.49 (7.60) 


C 


37 


C15H22FNO; C2H2O4 

F ^0 Ho (cH2>5 '0 (COOH>2 

l-[5-(4-fluoropheDoxy)-pentyll-pyTroUdine 
hydrogen oxalate 


149-150°C 
(absolute 
ethanol) 


C: 59.52 (59.81) 
H: 7.12 (7.09) 
N: 4.05 (4.10) 


C 



'^^plgnffilii ♦ 111 



§11§1I8§ 
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38 


*-17«26I s »2*-'3, C2«2U4 


148-149°C 


C: 57.32 (57.55) 


C 




CH, 


(absolute ethanol) 


H: 7.19 (7.12) 
N: 6.89 (7.07) 






OaN ^~^-Q -(CH^cl/ ^ (COOHfe 










i -i j-^h — iu u upncnox j j^pciuy i j j iiicli ly i ~pi pcnuiitc 










hydrogen oxalate 








J7 


C17H75NO?; C7H7O4 










^"n'C^ 0 (GH2)s P 0 iCOOHh 
0 ^ — * 


(absolute ethanol) 


H: 7.41 (7.45) 
N: 3.75 (3.83) 






l-[5-(4-acetylphenoxy)-pentyl]-pyrrolidine hydrogen 










rival ate 








40 


C15H24N2O; 2.1 C2H2O4 


120-122°C 


C: 52.49 (52.72) 


El 




* N "C!^ o " (cH2),fN 0 2i(cooH)2 


^aosoiuic euianoi ) 


n. 0. /*» ^O.jUJ 
N: 6.32(6.40) 






1 -[5 -(4-aminophenoxy)-pentyl] -pyrrolidine 










di-(hydrogen oxalate) 








41 


Cl6H22 N 2*J» <-2"2U4 


119-120°C 


C: 61.95 (62.05) 


C 




NC 


(absolute ethanol) 


H: 6.88 (6.94) 
N: 8.00 (8.04) 






1 -[5 -(3 -cyanophenoxy)-pentyl] -pyrrolidine hydrogen 










oxalate 








42 


C13H20N2O3; C2H2O4 


160-161°C 


C: 52.46 (52.63) 


F 




O a N— d ^-O^C^j-N (COOHfe 


(absolute ethanol/ 
methanol 
1:1) 


H: 6.49 (6.48) 
N: 8.10 (8.12) 






N-[3<4-iutrophenoxjO-propylJ-diethylamine 










hydrogen oxalate 









ill 
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43 


4* 1 20* N 2^'> v^2**2^-'4 


148-150 C 


C: 59.40 (59.62) 


F 




/=\ ci^ce, 

" Cf^CH, 


(absolute ethanol) 


H: 6.82 (6.88) 
N: 8.60 (8.69) 






N-[3-(4-cyanophcnoxy)-propyI]-<iiethylanune 










hvdrogen oxalate 








44 


C22 H 27^^2» U2H2U4 


141-142°C 


C: 67.17(67.43) 


D 




^3~KI^~ (CH2)s ri O (COOH)2 


( nf>C/\lllt** #*tVt21Tlrtl\ 

^disaviuic vuuuiuj / 


N: 3. 18 (3.28) 






l-[5-(4-benzoylphenoxy)-pentyl]-pyrroIidine 










hydrogen oxalate 








45 


C23H29NO2; C2H2O4 


177-178°C 


C: 67.77 (68.01) 


D 






(absolute ethanol) 


H: 7.09 (7.08) 
N: 3.26 (3.17) 






(COOH)j 










1 S-f4-^nhenvIaoet\ r lVnhenoxvl-Dentvl } -nvrrolidine 










hydrogen oxalate 








46 


*-15"23 r " J 2» 1 * 1 ^2"2^4 


108-1 10°C 


C: 59.30 (59.30) 


F 




/=\ 

BtC-fi-^ J-O-iCHz)*^ 1.1 (COOHfe 
O QHs 


(absolute ethanol) 


H: 7.47 (7.29) 
N: 4.18(4.02) 






N-(3-(4-acet3'lphenoxy)-propyl]-<iiethylainiiie 










tivdrogen oxalate 








47 


*~17"26 r *2^2> w* 1 2 , - ; 4 


142-144°C 


C: 59.67 (59.99) 


C 




0 


(absolute ethanol) 


H: 7.55 (7.42) 
N: 7.25 (7.36) 






l-[5-{4-acetamidophenox>')-penlyl]-pjTTolidine 










hydrogen oxalate 









ierw*in. .c< no /intn^ m.. 
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48 


C2lH27N02;C 2 H20 4 

l-[5-(4-phenoxyphenoxy)-pentyl]-pyrroIidine 
hydrogen oxalate 


135-136°C 
(absolute ethanol) 


C: 66.49 (66.49) 
H: 7.05 (7.04) 
N: 3.24 (3.37) 


D 


49 


C22H28N2O2; 1-1 C2H2O4 

1.1 (COOH>z 
1 _[5^4-N^nzamidophenoxy)-pentyI]-pyrrolidine 
hydrogen oxalate 


176-178°C 
(absolute ethanol) 


C: 64.56 (64.38) 
H: 6.89 (6.74) 
N: 6.26 (6.20) 


E 2 


50 


C17H27NO2; C2H2O4 

1 -{ 5-[4-( 1 -hydroxyethyO-phenoxy] -pentyl } - 
pyrrolidine hydrogen oxalate 


102-104°C 
(absolute ethanol) 


C:61.89 (62.11) 
H: 7.94 (7.96) 
N: 3.77 (3.81) 


G 


51 


C16H24N20, C2H204 

/=\ ClfcCH, 
NC\ ^-O-CC^s-^ (COOHfe 

N-[5-{4-cyanophenoxy)-pent>'l]-dielhylamine 
hydrogen oxalate 


120-122 C 
(absolute ethanol) 


C. 61.56 (61. TO) 
H: 7.54 (7.48) 
N: 7.87 (7.99) 


T T 

rl 


52 


C17H24N2O; C2H2O4 

NC^^-0-(CH 2 )6N^^ (COOH)* 

1 -[5-(4-cyanophenoxy)-pentyl]-piperidine hydrogen 
oxalate 


115-116°C 
(absolute ethanol) 


C: 62.62 (62.97) 
H: 7.20 (7.23) 
N: 7.76 (7.73) 


H 
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53 


C]4H20 N 2<->. C2H2O4 

NCH^^KMC^l^ 01 * (COOH^ 

N-[5-(4-cyanophenoxy)-pentyl]-dimethylamine 
hydrogen oxalate 


148-149°C 
(absolute ethanol) 


C: 59.68 (59.62) 
H: 6.76 (6.88) 
N: 8.57 (8.69) 


H 


54 


C13HI8N2O; C2H2O4 

/=\ ,CH,CHj 
NC\ ^-O-CCH^jt^ (COOHfe 

N-[2-(4-cyanophenoxy)-ethyl] -diethylamine hydrogen 
oxalate 


124-125°C 
(absolute ethanol) 


C: 58.15 (58.43) 
H: 6.30 (6.54) 
N: 8.95 (9.09) 


H 


55 


C12H16N2O; C2H2O4 

NC-^^-O-CCHj),-^ ^ (COOHfe 

N-[3-(4-cyanophenoxy)-propyl]-dimelhylamine 
hydrogen oxalate 


166-167°C 
(absolute ethanol/ 
methanol 
1:1) 


C: 57.01 (57.14) 
H: 6.02(6.16) 
N: 9.46 (9.52) 


H 


56 


C15H22N2O; C2H2O4 

/=\ /SfcCIfc 

NC\ >-0-(Ofc>4^ (COOHfc 

N-[4-<4-cyanophenoxy)-butyl] -diethylamine hydrogen 
oxalate 


143-145°C 
(absolute ethanol) 


C: 60.80 (60.70) 
H: 7.11 (7.19) 
N: 8.22 (8.33) 


H 


57 


^ <> * (CH ^ ) «" N V < COOH >2 
^— C3H7 

N_[5^4^anophenoxy)-pent>i]Kliprop>iarrune 
hydrogen oxalate 


lJ*»*l JO \_ 

(absolute ethanol) 


H: 8.11(7.99) 
N: 7.29 (7.40) 


u 

X* 
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58 


C14H18N2O; 1.1 C2H2O4 

C-^~^-Q -(Cft)3 N^} " (COOHfe 

l-[3-<4-cyanophenoxy)-propyl]-pyrrolidine hydrogen 
oxalate 


163-165°C 
(absolute ethanol) 


C: 58.95 (59.08) 
H: 6.23 (6.18) 
N: 8.43 (8.51) 


H 


59 


C15H20N2O; 1.05 C2H2O4 

NC^^^-(CH 2 ) 3 V~^ 1.05 (COOH), 

l-[3-(4-cyanophenoxy)-propyl]-piperidine hydrogen 
oxalate 


151-153°C 
(absolute ethanol) 


C: 60.62 (60.61) 
H: 6.66 (6.57) 
N: 8.25 (8.27) 


H 


60 


C16H22N2O; 1.05 C2H2O4 

NC^ == ^Q-(CH 2 ) 3 ^^^ 1.05 (COOH^ 

N-[3 -<4-cyanophenoxy)-propyl] -hexamethyleneimine 
hydrogen oxalate 


I24-125°C 
(absolute ethanol) 


C' 61 62 f61 60^ 
H: 6.94 (6.88) 
N: 7.87 (7.94) 


H 


61 


*-'l7 ri 26* N 2^» w rt 2^4 

/=\ y CFfcCHs 
NC \ ^-0-(CIfc)s-^ (COOHh 

N-[6-(4-cyanophenoxy)-hexyl]-diethylaniine 
hydrogen oxalate 


1 10-112 C 
(absolute ethanol) 


C: 62.90 (62.62) 
H: 7.76 (7.74) 
N: 7.61 (7.69) 


H 


62 


M6 H 24N2<J, C2H2U4 

^°* <CH2)3N N ( COOH >2 

^— Q3H7 
N-[3 -(4-cyanophenoxy)-propyl]-dipropylamine 
hydrogen oxalate 


127-128°C 
(absolute ethanol) 


C: 61.57 (61.70) 
H: 7.57 (7.48) 
N: 7.91 (7.99) 


H 


63 


C15H25NO2; C2H2O4; 0.5 H2O 
EtG /=\ (COOH^ 

N-3-[4-(l-hydroxyethyl)-phenox>']-propyl- 
diethylamine hydrogen oxalate hemihydrate 


33-36°C 
(isopropvl alcohol) 


C: 58.15(58.27) 
H: 8.15(8.05) 
N: 4.21 (4.00) 


G 



25 



64 


C15H24N2O2; C2H2O4 

Bta / == \ ^ C2Hs 

»C— ^ >-0-(CH 2 )3-N x (COOH)2 

4*-(3-diethylaminopropoxy)-acetophenone-oxinie 
hydrogen oxalate 


99-100°C 
(absolute ethanol) 


C: 57.26 (57.61) 
H: 7.47 (7.39) 
N: 7.72 (7.90) 


J 


65 


C16H23N02; C2H2O4 

^C-C-^^-O (CH^f/ ^ (COOH), 

l-[3 -(4-acetylphenoxy)-propyl]-piperidine hydrogen 
oxalate 


159-160°C 
(absolute ethanol) 


C: 61.18 (61.52) 
H: 7.11 (7.17) 
N: 3.96 (3.99) 


K 


66 


C17H25NO2; C2H2O4 

H»C-g-^~^-0-(CH2)3-^ / (COOHfe 

l-[3-(4-acetylphenoxy)-propyl]-3-methyI-piperidine 
hydrogen oxalate 


143-144°C 
(absolute ethanol) 


C: 62.11 (62.45) 
H: 7.41 (7.45) 
N: 3.79 (3.83) 


K 


67 


C18H27NO2; C2H2O4 

H s C-C-^^-0-(CH 2 )3-N^y (COOH)2 

CKb 

l-[3H4-acetylphenoxy)-propyl]-3,5-trans-dimethyI- 
piperidine hydrogen oxalate 


171-172°C 
(absolute ethanol) 


C: 63.06(63.31) 
H: 7.44 (7.70) 
N: 3.64 (3.69) 


K 


OO 


C17H25NO2; C2H2O4 

H,OC-£ Vo-(CH 2 ),-N \— CH, 

l_[3-(4-acetylphenoxy)-propyI]-4-methyl-piperidine 
hydrogen oxalate 


160-161°C 
(absolute ethanol) 


C: 62.47 (62.45) 
H: 7.46 (7.45) 
N: 3.77 (3.83) 


K 
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69 


C17H25NO2; C2H2O4 

C2H* - l < j > ^~^ o ' (cH2) y {c ° oHh 

l-[3-(4-propionylphenoxy}-propyI]-piperidine 
hydrogen oxalate 


148-149°C 
(absolute ethanol) 


C: 62.54 (62.45) 
H: 7.51 (7.45) 
N: 3.79 (3.83) 


L 


70 


C18H27NO2; C2H2O4 

l-[3-(4-acetylphenoxy)-propyl]-3,5-cis-dimethyI- 
piperidine hydrogen oxalate 


174-175°C 
(absolute ethanol) 


C: 63.22(63.31) 
H: 7.60 (7.70) 
N: 3.64 (3.69) 


K 


71 


C15H21NO2; C2H2O4 

0 — 

l-[3-(4-formylphenoxy)-propyl]-piperidine hydrogen 
oxalate 


152-153°C 
(absolute ethanol) 


C: 60.23 (60.52) 
H: 6.81 (6.87) 
N: 4.15(4.15) 


L 


72 


C18H27NO2; C 2 H 2 0 4 
(COOH>2 

1 -[3 -(4-isobut>T>1phenox>0"Propyl] -piperidine 
hydrogen oxalate 


121-122°C 
(absolute ethanol) 


C: 63.02(63.31) 
H: 7.73 (7.70) 
N: 3.66 (3.69) 


L 


73 


C16H25NO2; 1.5 C2H2O4 

/=\ 

C 2 Hs >-0-(CH2) 3 ^ 13 (COOHfc 
O c 2Hs 

N-[3^4^ropionylphenoxy)-propj1]-^*eth3'lamine 

hydrogen oxalate 


118-120°C 
(absolute ethanol) 


C: 57.27 (57.28) 
H: 7.00 (7.08) 
N: 3.47 (3.52) 


L 
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74 


^18 Jrt 27 IN ^2> w tt 2^4 

C *^" C "\i/ O-CCIfc),^ \ (COOHfe 

l-[3-(4-butyrylphenoxy)-propyl]-piperidine hydrogen 
oxalate 


(absolute ethanol) 


H: 7.78 (7.70) 
N: 3.75 (3.69) 


T 

JL. 


75 


C16H21NO2; 1.1 C2H2O4 

ftC "l?^^^ 0 " (CH2)3 '\l3 

1.1 (COOH)2 
1 -[3-(4-acetylphenoxy)-propyl]-l ,2,3,6- 
tetrahydropvridine hydrogen oxalate 


143-144°C 
(absolute ethanol) 


C: 61.21 (61.00) 
H: 6.25 (6.52) 
N: 4.00 (3.91) 


K 



27- 
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Compounds 1 to 75 are prepared according to the following 

procedures: 
METHOD A: 

A solution of 1-bromo-5-phenoxypentane (1 .4 to 3.5 mmol) in ten equivalents of 
5 the suitable secondary amine was heated to reflux temperature with stirring for 
48 hours (compds. 1 , 3 and 4), 24 hours (compd. 2) or 4 hours (compd. 5). After 
cooling, the excess base was removed under reduced pressure and the residue 
diluted with aqueous sodium hydroxide. The product was extracted with diethyl 
ether, the organic extracts washed with water, dried over magnesium sulphate, 
10 filtered and concentrated under reduced pressure. The remaining oil was 
converted to oxalate salt by dissolving in a small amount of absolute ethanol 
and adding a solution of two equivalents oxalic acid in absolute ethanol. The 
precipitate formed was washed with diethyl ether and recrystallised from 
absolute ethanol. 

15 

METHOD B. 

A solution of 1 -bromo-5-phenoxypentane (0.9 to 1.7 mmol) and an excess of 
the suitable secondary amine (2.3 to 10 equivalents) in 10 ml absolute ethanol 
was heated to reflux temperature with stirring for 48 hours (compd. 6) or 24 

20 hours (compds. 7, 8, 9, 10, 11, 12&13, 14, 15, 16, 17 and 29). After cooling, the 
solvent was removed under reduced pressure and the residue diluted with 
aqueous sodium hydroxide. The product was extracted with diethyl ether, the 
organic extracts washed with water, dried over magnesium sulphate, filtered 
and concentrated under reduced pressure. The cis and trans isomers 12 and 13 

25 were separated by column chromatography on silica gel eluting with a solvent 
mixture of petroleum spirit (bp 60-80°C), diethyl ether and triethylamine in the 
ratio 66:33:1, and the eluent was removed under reduced pressure to leave an 
oil. Compounds 14 and 16 were purified by column chromatography on silica 
gel eluting with diethyl ether and triethylamine in the ratio 99:1, and the eluent 
• 30 was removed under reduced pressure to leave an oil. The oil was converted to 
oxalate salt (compds. 6, 7, 8 f 9, 11, 12, 13, 15, 16, 17 and 29) by dissolving in a 
small amount of absolute ethanol and adding a solution of two equivalents of 
oxalic add in absolute ethanol. If no precipitate appeared, diethyl ether was 
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added to form a precipitate. The solid was washed with diethyl ether and 
recrystallised from isopropyl alcohol (compds. 6, 7, 10, 13 and 16), absolute 
ethanol (compds. 8, 9, 11, 12, 15 and 29) or methanol (compd. 17). The oil was 
converted to hydrochloride salt (compd. 14) by adding 2N HCI. The precipitate 
5 was formed in a mixture of chloroform and diethyl ether (1:1) and recrystallised 
from acetone. 

METHOD C: 

A solution of the suitable a-bromo-co-aryloxy alkane (0.4 to 1.4 mmol) or ©- 
10 bromoalkyl phenyl sulphide (1 mmol, compds. 33 and 34) and an excess of 
pyrrolidine (10 to 15 equivalents) or 3-methylpiperidine (10 equivalents, compd. 
38) in 10 ml absolute ethanol was heated to reflux temperature with stirring for 
24 hours or 16 hours (compd. 47). After cooling, the solvent was removed under 
reduced pressure and the residue diluted with aqueous sodium hydroxide. The 
15 product was extracted with diethyl ether, the organic extracts washed with 
water, dried over magnesium sulphate, filtered and concentrated under reduced 
pressure. The remaining oil was converted to oxalate salt by dissolving in a 
small amount of absolute ethanol and adding a solution of two equivalents 
oxalic acid in absolute ethanol. If no precipitate appeared, diethyl ether was 
20 added to form a precipitate. The solid was washed with diethyl ether and 
recrystallised from absolute ethanol. 

METHOD D: 

A solution of the suitable 4'-(5-bromopentoxy)phenyl ketone (0.7 to 1 mmol, 
25 compds. 39, 44 and 45) or 1-bromo, 5-(4-phenoxyphenoxy)pentane (0.6 mmol, 
compd. 48) and an excess of pyrrolidine (10 to 15 equivalents) in 10 ml 
absolute ethanol was heated to reflux temperature with stirring for 16 hours 
(compds. 39, 44 and 48) or 24 hours (compd. 45). After cooling, the solvent was 
removed under reduced pressure and the residue diluted with aqueous sodium 
30 hydroxide. The product was extracted with chloroform (compds. 39, 45 and 48) 
or dichloromethane (compd. 44), the organic extracts dried over magnesium 
sulphate, filtered and concentrated under reduced pressure. The remaining oil 
was converted to oxalate salt by dissolving in a small amount of absolute 
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ethanol and adding a solution of two equivalents oxalic acid in absolute ethanol. 
The precipitate was washed with diethyl ether and recrystallised from absolute 
ethanol (recrystallised twice from absolute ethanol in the case of compd. 39). 

5 METHOD E: 

1. The oxalate 18 was prepared according to method C. A solution of 
compound 18 (0.57 mmol) in 10 ml methanol and 10 ml absolute ethanol was 
placed with 100 mg of palladium (5%) on carbon catalyst in a two-neck round- 
bottom flask fitted with a balloon filled with hydrogen. The mixture was stirred 

10 vigorously at room temperature and the flask was purged of air and filled with 
hydrogen. After 3 hours, the catalyst was filtered off on celite and the solvent 
removed under reduced pressure. The residual solid was converted to oxalate 
salt by dissolving in methanol and adding a solution of oxalic acid (2 
equivalents) in absolute ethanol. Diethyl ether was added to form a precipitate. 

is The product was recrystallised from absolute ethanol. 

2. To a solution of compound 40 (0.35 mmol) in pyridine vigorously 
stirred at 0°C was added dropwise a slight excess of benzoyl chloride (0.4 
mmol). The stirring was allowed to continue 20 minutes after the end of the 
addition after which the mixture was placed in the refrigerator overnight (16 

20 hours). The solvent was removed under reduced pressure and the residue 
diluted with aqueous sodium hydroxide. The product was extracted with 
chloroform, the organic extracts dried over magnesium sulphate, filtered and 
concentrated under reduced pressure. The remaining oil was converted to 
oxalate salt by dissolving in a small amount of absolute ethanol and adding a 

25 solution of two equivalents oxalic acid in absolute ethanol. The precipitate was 
dissolved in methanol, filtered, and concentrated under reduced pressure, the 
solid was recrystallised from absolute ethanol 

METHOD F: 

30 In a three-neck flask kept under nitrogen was placed a solution of the suitable 
phenol (1.6 mmol), 3-(diethylamino)propanoI (1.5 mmol), and triphenyl 
phosphine (1.9 mmol) in 10 ml freshly distilled tetrahydrofuran. The mixture was 
stirred and cooled to 0°C with an ice and salt bath. A solution of diisopropyl 
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azodicarboxylate (2 mmol) in 10 ml tetrahydrofuran was added very slowly 
(typically over 40 minutes) and the mixture was allowed to warm to room 
temperature after which it was stirred overnight at room temperature (16 hours). 
The solvent was then removed under reduced pressure, the residue dissolved 

5 in ethyl acetate (20 ml) and the product extracted with 2N HCI (2x10 ml). The 
aqueous solution was neutralised with sodium hydroxide and the product 
extracted with dichloromethane. After drying over magnesium sulphate and 
filtration, the solvent was removed under reduced pressure. The residue was 
converted to oxalate salt by dissolving in a small amount of absolute ethanol 

10 and adding a solution of two equivalents oxalic acid in absolute ethanol. If no 
precipitate appeared, diethyl ether was added to form a precipitate. The solid 
was washed with diethyl ether and recrystallised from absolute ethanol 
(compds. 43 and 46) or from a 1:1 mixture of methanol and absolute ethanol 
(compd. 42). 

15 

METHOD G: 

A solution of the free base of compound 39 (0.6 mmol) or compound 46 (0.8 
mmol) in 20 ml dry diethyl ether was added dropwise to a stirred suspension of 
lithium aluminium hydride (0.6 or 0.8 mmol) in 20 ml dry diethyl ether kept under 

20 nitrogen. The mixture was stirred at room temperature under nitrogen for two 
hours. Ice-cold water was carefully added and the organic layer decanted. The 
aqueous phase was extracted with diethyl ether. The combined organic 
solutions were dried over magnesium sulphate, filtered and concentrated under 
reduced pressure to leave a yellow oil. The oil was converted to oxalate salt by 

25 dissolving in a small amount of absolute ethanol and adding a solution of two 
equivalents oxalic acid in absolute ethanol. The precipitate was washed with 
diethyl ether and recrystallised from absolute ethanol (compd 50) or from 
isopropyl alcohol, giving a very hygroscopic solid (compd. 63). 

30 METHOD H: 

A solution of the suitable a-bromo-<D-(4-cyanophenoxy) alkane (0.5 to 0.7 mmol) 
and an excess of the suitable secondary amine (8 to 12 equivalents) in 10 ml 
absolute ethanol was heated to reflux temperature with stirring for 24 houvs 
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(compds. 54, 55, 57 and 60), 20 hours (compd. 52), 16 hours (compds. 56, 58, 
59 and 61) or 8 hours (compd. 51) or was stirred at room temperature for 48 
hours (compd. 53) or 24 hours (compd. 60). After cooling, the solvent was 
removed under reduced pressure and the residue diluted with aqueous sodium 

5 hydroxide. The product was extracted with diethyl ether, the organic extracts 
washed with water, dried over magnesium sulphate, filtered and concentrated 
under reduced pressure. Compound 62 was purified by column chromatography 
on silica gel eluting with ethyl acetate, and concentrated under reduced 
pressure. For all the compounds of method H, the remaining oil was converted 

10 to oxalate salt by dissolving in a small amount of absolute ethanol and adding a 
solution of two equivalents oxalic acid in absolute ethanol. If no precipitate 
appeared, diethyl ether was added to form a precipitate. The solid was washed 
with diethyl ether and recrystallised from absolute ethanol (two recrystallisations 
were required for compds. 58 and 59) or from a 1:1 mixture of methanol and 

is absolute ethanol (compd. 55). 

METHOD J: 

A solution of compound 46 (1 mmol) in 10 ml methanol was stirred at room 
temperature and a solution of hydroxylamine hydrochloride (2 equivalents) in 2 
ml water was added. The mixture was stirred at 50-70°C in a water bath for 20 
minutes. Methanol was removed under reduced pressure. The residue diluted 
with aqueous sodium hydroxide. The product was extracted with diethyl ether, 
the organic extracts washed with water, dried over magnesium sulphate, filtered 
and concentrated under reduced pressure. Compound 64 was purified by 
column chromatography on silica gel eluting with ethyl acetate, and 
concentrated under reduced pressure. The remaining oil was converted to 
oxalate salt by dissolving in a small amount of absolute ethanol and adding a 
solution of two equivalents oxalic acid in absolute ethanol. Diethyl ether was 
added to form a precipitate. The solid was washed with diethyl ether and 
recrystallised from absolute ethanol. 
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METHOD K: 

A solution of 4'-(3-bromopropoxy)acetophenone (0.8 to 1.9 mmol) and an 
excess of the suitable piperidine (3 to 10 equivalents) in 10 ml absolute ethanol 
was heated to reflux temperature with stirring for 16 hours. After cooling, the 

5 solvent was removed under reduced pressure and the residue diluted with 
aqueous sodium hydroxide. The product was extracted with diethyl ether, the 
organic extracts washed with water, dried over magnesium sulphate, filtered 
and concentrated under reduced pressure. The cis and trans isomers 67 and 70 
were separated by column chromatography on silica gel eluting with a solvent 

10 mixture of diethyl ether, petroleum spirits (bp 60-80°C) and triethylamine in the 
ratio 66:33:1, and the eluent was removed under reduced pressure to leave an 
oil. Compound 75 was purified by column chromatography on silica gel eluting 
with chloroform and methanol (1:1), and concentrated under reduced pressure. 
The remaining oil was converted to oxalate salt by dissolving in a small amount 

is of absolute ethanol and adding a solution of two equivalents of oxalic acid in 
absolute ethanol. If no precipitate appeared, diethyl ether was added to form a 
precipitate. The solid was washed with diethyl ether and recrystallised from 
absolute ethanol. 



20 METHOD L: 

In a three-neck flask kept under nitrogen was placed a solution of the suitable 
4'-hydroxyphenyl ketone (0.9 to 3 mmol), 3-<1-piperidinyl)propanol (0.9 to 3 
mmol), and triphenyl phosphine (1 to 3.5 mmol) in 10 ml freshly distilled 
tetrahydrofuran. The mixture was stirred and cooled to 0°C with an ice and salt 

25 bath. A solution of diethyl azodicarboxylate (1 to 3.6 mmol) in 10 ml 
tetrahydrofuran was added very slowly (typically over 40 minutes) and the 
mixture was allowed to warm to room temperature after which it was stirred 
overnight at room temperature (16 hours). The solvent was then removed under 
reduced pressure, the residue dissolved in ethyl acetate (20 ml) and the product 

30 extracted with 2N HCI (2x10 ml). The aqueous solution was neutralised with 
sodium hydroxide and the product extracted with dichloromethane. After drying 
over magnesium sulphate and filtration, the solvent was removed und r 
reduced pressure. The crude product was purified by column chromatography 
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on silica gel eluting with diethyl ether containing 1% triethylamine, and 
concentrated under reduced pressure. The residue was converted to oxalate 
salt by dissolving in a small amount of absolute ethanol and adding a solution of 
two equivalents oxalic acid in absolute ethanol. If no precipitate appeared, 
5 diethyl ether was added to form a precipitate. The solid was washed with diethyl 
ether and recrystallised from absolute ethanol. 

Pharmacological study 

Interaction of compounds with the H3 receptor are evidenced in 

10 vitro by the measurement of the release of neosynthesized tritiated histamine 
from rat cerebral cortex synaptosomes preincubated with tritiated histidine 
(Garbarg et al., J. Pharmacol. Exp. Then, 1992, 263 : 304-310). The H 3 potency 
of compounds is measured by the progressive reversal of the tritiated histamine 
release inhibition by the selective H 3 agonist (R)a-methylhistamine (Arrang et 

15 aL, Nature, 1987, 327: 1 17-123). 

The effects of antagonists were estimated in vivo by the 
measurement of the tele-methylhistamine level variations in the brain of mice 
(Garbarg et al., J. Neurochem., 1989, 53: 1724-1730). At various time after p.o. 
administration of the compound, the effect of the H 3 antagonist is evidenced by 

20 the increase in the telemethylhistamine level induced. This increase is 
compared to the maximal effect induced by the reference H 3 -antagonist 
thioperamide given at the dose of 10 mg/kg, p.o. This allows the calculation of 
the ED50 value for each compound which correspond to the dose responsible 
for an half maximal effect. 

25 The results are reported in the following table II: 
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Ex 
No. 


X 


n 




R 3 
(n 3 =1) 


Ki (nM) 


EDso 
(mg/kg/p.o.) 


18 
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-<CH 2 )4- 


p-N0 2 
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Et, Et 
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p-CH 3 CH(OH) 
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59 
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p-CN 
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-(CHfeJe- 


p-CN 
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p-CH 3 CH(OH) 
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3 


Et, Et 


p-CH 3 C=N(OH) 




0.8 
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p-CH 3 CO 
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68 
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0.3 
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<CH 2 ) S - 


p-C 2 H 5 CO 
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CLAIMS 

1 . Compound of general formula (I) 



R 1 

R2 



(0 



in which: 

- C n H2n is a linear or branched hydrocarbon chain with n ranging from 2 to 8; 

- X is an oxygen or sulfur atom; 

- R 1 and R 2 may be identical or different and represent each independently 

• a lower alkyl or cycloalkyl, 

or taken together with the nitrogen atom to which they are attached, 

• a saturated nitrogen-containing ring 



15 



20 



25 



■> 



N (CH 2 )m 



with m ranging from 4 to 7, or 

• an unsaturated nitrogen-containing ring 



ii) 



r 

N 



(CH 2 WCH\ 
Pi " 



CH 2 ) q \CH/ r 



with p ( q and r being 1 to 3 independently, 

such nitrogen-containing ring i) or ii) being unsubstituted or substituted by one 
or more lower alkyl or cycloalkyl, or carboalkoxy groups, or 

• a morpholino group, or 

• a N-substituted piperazino group: 



30 



N— R 



with R being a lower alkyl, an alkanoyl or an optionally substituted phenyl group; 
- n 3 is an integer from 0 to 5; 
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- R 3 represents each independently 

• a halogen atom, 

• a lower alkyl or cycloalkyl, a trifluoromethyl, aryl, alkoxy, 
aryloxy, nitro, formyl, alkanoyl, aroyl, arylalkanoyl, amino, 

5 carboxamido, cyano, alkyloximino, aryloximino, a-hydroxyalkyl, 



as well as their pharmaceutical^ acceptable salts, their hydrates, their hydrated 
salts, the polymorphic crystalline structures of these compounds and their 
optical isomers, racemates, diastereoisomers and enantiomers, 
except compounds in which 



alkenyl, alkynyl, sulphamido, sulfamoyl, carboxamide, 
carboalkoxy, arylalkyl or oxime group, 



10 



or taken together with the carbon atoms of the phenyl ring to 
which it is fused, a 5- or 6-membered saturated or unsaturated 
ring or a benzene ring, 



15 



-NR 1 R 2 is a pyrrolidinyl group, C n H2n is a linear chain -(CH 2 ) n - 
and n 3 is zero, X being an oxygen atom with n ranging from 3 
to 5, or X being a sulfur atom with n being 4 or 5; 



20 



-NR 1 R 2 is a piperidinyl group, C n H2n is a linear chain -(CH 2 ) n - 
and X is an oxygen atom, n 3 being zero with n being 2, 5 or 8 
or n 3 being 1 with R 3 being 4-CN and n being 5; 



• -NR 1 R 2 is a diethylamine group, X is an oxygen atom, C n H 2 n is 
a linear chain -(CH 2 )n- and n 3 is 1 , R 3 being 4-NO z or 4-COCH 3 
with n being 3 or R 3 being 4-CN with n being 2 to 4; 




• -NR 1 R 2 is a dimethylamine group, X is an oxygen atom, C n H 2 n 



25 is a linear chain -(CH 2 ) n - and n 3 is 1, R 3 being 4-CN with n 



being 3. 



2. Compound according to claim 1, in which R 1 and R 2 are 



independently a lower alkyl group. 



3. Compound according to claim 2, in which R 1 and R 2 are 



30 each an ethyl group. 



4. Compound according to claim 1, in which -NR 1 R 2 is a 



saturated nitrogen-containing ring: 



ll 



3S 



10 



i) N^CH 2 ) 

m being as defined in claim 1 . 

5. Compound according to claim 4 ( characterized in that 
m is 4, 5 or 6; 

6. Compound according to claim 1, characterized in that 
— NR 1 R 2 is an unsaturated nitrogen-containing ring: 



H) 

N 



^(CH^CH 



CCH 2 ) q \CH/ r 

p, q and r being as defined in claim 1 , preferably p, q and r are 1 or 2, more 
preferably p is 2 and q and r are 1 . 

7. Compound according to anyone of claims 4 to 6, 
is characterized in that the nitrogen-containing ring i) or ii) is unsubstituted. 

8. Compound according to anyone of claim 4 to 6, 
characterized in that the nitrogen-containing ring i) or ii) is substituted, 
preferably mono-substituted with an alkyl group. 

9. Compound according to claim 8, characterized in that the 
20 nitrogen-containing ring is mono-substituted with a methyl group. 

10. Compound according to claim 1, characterized in that 
-NR 1 R 2 is a morpholino group. 

11. Compound according to claim 1, characterized in that 
-NR 1 R 2 is a N-substituted piperazino group, preferably N-acetylpiperazino. 

25 12. Compound according to anyone of claims 1 to 11, 

characterized in that n3 is zero, 

13. Compound according to anyone of claims 1 to 11, 
characterized in that n 3 is 1 with R 3 being as defined in claim 1 and preferably in 
para-position. 

30 14. Compound according to anyone of claims 1 to 11 and 13, 

characterized in that R 3 is a lower alkyl, preferably a C1-C4 alkyl. 

15. Compound according to anyone of claims 1 to 11 and 13, 
characterized in that R 3 is a halogen atom, a cyano, nitro, alkanoyl, alkyloximine 
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or hydroxyalkyl, preferably CN, N0 2l COCH 3 , COC 2 H 5l H 3 C-C=N-OH or H 3 C- 
CHOH. 

16. Compound according to anyone of claims 1 to 11, 
characterized in that R 3 taken together with the carbon atoms of the phenyl 

5 group to which it is fused, form a 5- or 6- membered saturated or unsaturated 
ring, in particular a 5,6,7,8-tetrahydronaphthyl group. 

17. Compound according to anyone of claims 1 to 11, 
characterized in that R 3 taken together with the phenyl group to which it is 
fused, form a naphthyl group. 

10 18. Compound according to anyone of claims 1 to 17, 

characterized in that -C n H2n- is a linear hydrocarbon chain -(CH2) n - n being as 

defined in claim 1 . 

19. Compound according to anyone of claims 1 to 18, 

characterized in that X is an oxygen atom. 
15 20. Compound according to anyone of claims 1 to 18, 

characterized in that X is a sulfur atom. 

21. Compound according to anyone of claims 1 to 20, 
characterized in that n is varying from 3 to 5 and is preferably 3. 

22. Compound according to anyone of claims 1 to 21, 
20 characterized in that it is one of the following compounds: 

N-methyl-N-(5-phenoxypentyl)-ethylamine 

1 -{5-phenoxypentyl)-morpholine 

N-(5-phenoxypentyl)-hexamethyleneimine 

N-ethyl-N^S-phenoxypentyO^propylamine 
25 1 ~(5-phenoxypentyl)-2-methyl-piperidine 

1 -(5-phenoxypentyl)-4-propyl-piperidine 

1 -(5-phenoxypentyl)-4-methyI-piperidine 

1 -<5-phenoxypentyl)-3-methyl-piperidine 

1 -acetyl-4-(5-phenoxypentyl)-piperazine 
30 1 -(5-phenoxypentyl)-3,5-trans<limethyl-piperidine 

1-(5-phenoxypentyl)-3 ) 5-cis-dimethyl-piperidine 

1-(5-phenoxypentyl)-2,6-cis-dimethyl-piperidine 

4-carboethoxy-1-(5-phenoxypentyI)-piperidine 



3-carboethoxy-1 -(S-phenoxypentyl)-piperidine 
1 -(5-phenoxypentyl)-1 ,2,3,6-tetrahydropyridine 
1-[5-<4-nitrophenoxy)-pentyI]-pyrrolidine 
1^[5-(4-chlorophenoxy)-pentyl]-pyrrolidine 

5 1 -[5-(4-methoxyphenoxy)«pentyl]-pyrrolidine 

1 -[5-(4-methy I phenoxy )-pentyl]-pyrrol idine 
1 -[5-(4-cyanophenoxy)-pentyl]-pyrrolidine 
1-[5-{2-naphthyloxy)-pentyl]-pyrrolidine 
1 -[5-(1 -naphthyloxy)-pentyl]-pynrolidine 

io 1 -[5-(3-chlorophenoxy)-pentyl]-pyiTolidine 

1.[5-{4.phenylphenoxy)-pentyl]-pyrroIidine 
1^5^2-(5,67,8-tetrahydronaphthyl)H3^ 
1 -[5-{3iDhenylphenoxy)-pentyl]-pyrrolidine 
1 -(5-phenoxypentyl)-2, 5-dihydropyrrole 

15 1 -{5-{1 -(S^y.S-tetrahydronaphthyO-oxyl-pentyll-pyrrolidine 

1 -(6-phenoxyhexyI)-pyrroiidine 
1-[5-(3-nitrophenoxy)-pentyi]-pyrrolidine 
1 -[5-(4-fluorophenoxy)-pentyl]-pyrrolidine 
1 -[5-(4-nitrophenoxy)-pentyl]-3-methyl-piperidine 

20 1 -[5-(4-acety!phenoxy)-pentyl]-pyrrolidine 

1 -[5-{4-aminophenoxy)-pentyl]-pyrrolidine 
1 -[5-<3-cyanophenoxy)»pentyl]-pyrroIidine 
1-[5-<4-benzoyIphenoxy)-pentyl]-pyrrolidine 
1-(5-[4-(phenylacetyl)-phenoxy]-pentyl}-pyrrolidine 

25 1 -[5-<4-acetamidophenoxy)-pentyl]-pyrrolidine 

1 -[5-{4-phenoxyphenoxy)-penty l]-pyrrolidine 
1 -[5-(4-N-benzamidophenoxy)-pentyl]-pyiTolidine 
1 -{5-[4-(1 -hydroxyethyl)-phenoxy]-pentyI}-pyrrolidine 
1-[5-(4-cyanophenoxy)-pentyl]-diethylamine 

30 N-[5-(4-cyanophenoxy)-pentyl]-dimethyIamine 
N-[5-(4-cyanophenoxy)-pentyl]-di propyl amine 
1-[3^4^anophenoxy)-propyl]-pyrrolidine 
1 -[3-(4-cyanophenoxy)-propyl]-piperidine 



29-07^1:9981 I EP984Q1§4|.8j CLMS ; 



41 

N-[3-(4-cyanophenoxy)-propyl]-hexamethyleneimine 
N-[6-(4-cyanophenoxy)-hexyl]-diethylamine 
N-[3-(4-cyanophenoxy)-propyl]-dipropylamine 
N-3-[4-{1 +iydroxyethyl)-phenoxy]-propyl-diethylamine 

5 4-(3-diethylaminopropoxy)-acetophenone-oxime 
1-[3-(4-acetylphenoxy)-propyI]-piperidine 
1-[3-(4-acetylphenoxy)-propyl]-3-methyl-piperidine 
1-[3-(4-acetylphenoxy)-propyl3-3 l 5-trans-dimethyl-piperidine 
1 -[3-(4-acetylphenoxy)-propyl]-4-methyl-piperidine 

io 1 -[3-{4-propionylphenoxy)-propyl]-piperidine 

l-fS^-acetylphenoxyJ-propyll-S^-cis-dimethyl-piperidine 
1 -[3-{4-formylphenoxy)-propyl]-piperidine 
1 -[3-(4-isobutyrylphenoxy)-propyl]-piperidine 
N-[3-(4-propionylphenoxy)-propyl]-diethylamine 

15 1 -[3-(4-butyryIphenoxy)-propyl]-piperidine 

1 -[3-{4-acetylphenoxy)-propyl]-1 ,2,3,6-tetrahydropyridine 

23. Compound according to anyone of claims 1 to 22, 
characterized in that it is one of the following compounds : 

1-[5-(4-nitrophenoxy)-pentyl]-pyrrolidine 
20 1 -{5-[4-(1 -hydroxyethyl)-phenoxy]-pentyl}-pyrrolidine 

1 -[3-(4-cyanophenoxy)-propyl]-piperidine 
N-[3-(4-cyanophenoxy)-propyl]-hexamethyleneimine 
N-3-[4-{1 -hydroxyethyl)-phenoxy]-propyl-diethylamine 
4-(3-diethylaminopropoxy)-acetophenone-oxime 
25 1 -[3-(4-acetylphenoxy )-propyl]-3-methyl-piperidine 

1-[3-{4-acetyIphenoxy)-propyl]-4-methyl-piperidine 
1 -[3-(4-propionylphenoxy)-propyl]-piperidine 

24. Pharmaceutical composition characterized in that it 
comprises as active ingredient, a therapeutically effective amount of a 

30 compound according to anyone of claim 1 to 23 in combination with a 
pharmaceutical^ acceptable vehicle or excipient. 
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25. Medicament acting as an antagonist of the histamine H3- 
receptors, characterized in that it comprises as active ingredient, an effective 
amount of a compound according to anyone of claims 1 to 23. 

26. Use of a compound of general formula (I) 



15 



20 



30 



< R3 >03-t^Jl J* 

*X-C n H 2 n— N x (0 
R2 
in which: 

- C n H2n is a linear or branched hydrocarbon chain with n ranging from 2 to 8; 
10 - X is an oxygen or sulfur atom; 

- R 1 and R 2 may be identical or different and represent each independently 

• a lower alkyl or cycloalkyl, 

or taken together with the nitrogen atom to which they are attached, 

• a saturated nitrogen-containing ring 



i) N^CH 2 )m 

with m ranging from 4 to 7, or 

♦ an unsaturated nitrogen-containing ring 



r 



(ch 2 wc*t 



ii) N 



(CH 2 ) q \CH/r 
25 with p, q and r being 1 to 3 independently, 

such nitrogen-containing ring i) or ii) being unsubstituted or substituted by one 
or more lower alkyl or cycloalkyi, or carboalkoxy groups, or 

• a morpholino group, or 

• a N-substituted piperazino group: 




N— R 



with R being a lower alkyl, an alkanoyl or an optionally substituted phenyl group; 
- n 3 is an integer from 0 to 5; 



II 
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- R 3 represents each independently 

• a halogen atom, 

• a lower alkyl or cycloalkyl, a trifluoromethyl, aryl, alkoxy, 
aryloxy, nitro, formyl, alkanoyl, aroyl, arylalkanoyl, amino, 

5 carboxamido, cyano, alkyloximino, aryloximino, ot-hydroxyalkyl, 

alkenyl, alkynyl, sulphamido, sulfamoyl, carboxamide, 
carboalkoxy, arylalkyl or oxime group, 

• or taken together with the carbon atoms of the phenyl ring to 
which it is fused, a 5- or 6-membered saturated or unsaturated 

io ring or a benzene ring. 

as well as their pharmaceutical^ acceptable salts, their hydrates, their hydrated 
salts, the polymorphic crystalline structures of these compounds and their 
optical isomers, racemates, diastereoisomers and enantiomers, 
for the preparation of a medicament acting as an antagonist of the histamine 

15 H 3 -receptors. 

27. Use according to claim 26, characterized in that compound 
(I) is as defined in any one of claims 2 to 21 . 

28. Use according to claim 26 characterized in that compound 
(I) is one of the following compounds: 

20 1-(5-phenoxypentyl)-piperidine 

1 -(5-phenoxypentyl)-pyrrolidine 

N-methyl-N-(5-phenoxypentyl)-ethylamine 

1 -(5-phenoxypentyl)-morpholine 

N-(5-phenoxypentyl)-hexamethyleneimine 
25 N-ethyl-N-<5-phenoxypentyl)-propylamine 

1-{5-phenoxypentyl)-2-methyl-piperidine 

1-(5-phenoxypentyl)-4-propyl-piperidine 

1-{5-phenoxypentyl)-4-methyl-piperidine 

1 -(5-phenoxypentyl)-3-methyl-piperidine 
30 1-acetyl-4-(5-phenoxypentyl)-piperazine 

1 -(5-phenoxypentyl)-3,5-trans-dimethyl-piperidine 

1-(5-phenoxypentyl)-3 t 5-cis-dimethyl-piperidine 

1 -(5-phenoxypentyl)-2,6-cis-dimethyl-piperidine 
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4-carboethoxy-1*(5-phenoxypentyl)-piperidine 

3-carboethoxy-1-(5-phenoxypentyl)-piperidine 

1 -(5-phenoxypentyl)-1 ,2,3,6-tetrahydropyridine 

1 -[5-(4-nitrophenoxy)-perityl]-pyrrolidine 

1 -[5-(4-chlorophenoxy)-pentyl]-pyrrolidine 

1-[5-{4-methoxyphenoxy)-pentyl]-pyrrolidine 

1-[5-(4-methylphenoxy)-pentyl]-pyrrolidine 

1 -[5-<4-cyanophenoxy)-pentyl]-pyrrolid ine 

1-[5-(2-naphthyloxy)-pentyl]-pyrrolidine 

1 -[5-<1 -naphthy!oxy)-pentyl]-pyrrolidine 

1 -[5-(3-chlorophenoxy)-pentyl]-pyrrolidine 

1 -[5-{4-phenylphenoxy)-pentyl]-pyrrolidine 

l-fS^-tS.ej.S-tetrahydronaphthylJ-oxyl-penty^-pyrrolidine 

1 -[5-{3-phenylphenoxy)-pentyI]-pyrrotidine 

1 -(S-phenoxypentyl^.S-dihydropyrrole 

1 -{5-{1 -(5,6 ,7 ( 8-tetrahydronaphthyl)-oxy]-pentylH>yrrolidine 

1 -(4-phenoxybutyl)-pyrrolidine 

1 -(6-phenoxyhexyl)-pyrrolidine 

1 -(S-phenylthiopentyl)-pyrrolidine 

1 -(4-phenylthiobutyl)-pyrroIidine 

1 -(3-phenoxypropyl)-pyrrolidine 

1-[5-(3-nitrophenoxy)-pentyf]-pyrrolidine 

1-[5-{4-fluorophenoxy)-pentyl]-pyrrolidine 

1-[5-(4-nitrophenoxy)-pentyl]-3-methyl-piperidine 

1-[5-<4-acetylphenoxy)-pentyl]-pyrrolidine 

1-[5-(4-aminophenoxy)-pentyl]-pyrrolidine 

1-{5-<3-cyanophenoxy)-pentyl]-pyrTolidine 

N-[3-(4-nitrophenoxy)-propyl]-diethylamine 

N-[3-(4-cyanophenoxy)-propyl]-<jiethylamine 

1 -[5-<4-benzoylphenoxy)-pentyl]-pyrTol idine 

1-{5-{4-(phenylacetyl)-phenoxy]-pentyl}-pyrroIidine 

N-[3-(4-acetylphenoxy)-propyI]-diethy!amine 

1 -[5-{4-acetamidophenoxy)-pentyl]-pyrrolidine 
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1 -[5-(4-phenoxyphenoxy)-penty l]-pyrrolidine 
1-[5-(4-N-benzamidophenoxy)-pentyl]-pyrrolidine 
1 -{5-[4-(1 -hydroxyethyl)-phenoxy]-pentyl}-pyrroIidine 
1-[5-{4-cyanophenoxy)-pentyl]-diethylamine 

5 1 -[5-<4-cyanophenoxy)-pentyl]-piperidine 

N-[5-(4-cyanophenoxy)-pentyl]-dimethylamine 
N-[2-(4-cyanophenoxy)-ethyl]-diethyIamine 
N-[3-(4-cyanophenoxy)-propyl]-dimethylamine 
N-[4-(4-cyanophenoxy)-butyl]-diethylamine 

io N-[5-(4-cyanophenoxy)-pentyl]-dipropyIamine 
1-[3-(4-cyanophenoxy)-propyl]-pyrrolidine 
1 -{3-(4-cyanophenoxy)-propyl]-piperidine 
N-[3-(4-cyanophenoxy)-propyl]-hexamethyleneimine 
N-[6-(4-cyanophenoxy)-hexyl]-diethyIamine 

15 N-[3-(4-cyanophenoxy)-propyl]-dipropylamine 

N-3-[4-( 1 -hydroxyethyl)-phenoxy]-propyl-diethylamine 

4-(3-diethylaminopropoxy)-acetophenone-oxime 

1 -[3-{4-acetylphenoxy)-propyl]-piperidine 

1 -[3^4-acetylphenoxy)-propyl J-3-methyl-piperidine 

20 1-[3-(4-acetylphenoxy)-propyl]-3,5-trans-dimethyl-piperidine 
1 -[3-(4-acetylphenoxy)-propyl]-4-methyl-piperidine 
1-[3-{4-propionylphenoxy)-propyl]-piperidine 
1-[3^4-ac»tylphenoxy)-propyI]-3 ) 5^s-dimethyl-piperidine 
1 -[3-(4-formylphenoxy)-propyl]-piperidine 

25 1 -[3-(4-isobutyrylphenoxy)-propyI]-piperidine 

N-[3-(4-propionylphenoxy)-propyl]-diethylamine 

1 -[3-(4-butyryIphenoxy)-propyl]-piperidine 

1 -[3-{4-acetylphenoxy)-propylJ-1 ,2,3,6-tetrahydropyridine 

29. Use according to claim 26, characterized in that compound 

30 (I) is one of the following compounds: 

1-[5-{4-nitrophenoxy)-pentyl]-pyrrolidine 

N-[3-(4-cyanophenoxy)-propyl]-diethylamine 

N-[3-(4-acetylphenoxy)-propyl]-diethylamine 
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1 -{5-[4-(l -hyclroxyethyl)-phenoxy]-pentyl}-pyrrolidine 
N-[4-(4-cyanophenoxy)-butyl]-diethylamine 
H3-(4-cyanophenoxy)-propyl]-piperidine 
N-[3-(4-cyanophenoxy)-propyl]-hexamethyleneimine 
5 N.3-[4-0 -hydroxyethyl)-phenoxy]-propyl-diethylamine 

4-(3-diethylaminopropoxy)-acetophenone-oxime 
1-[3^4-acetylphenoxy)-propyl]-3-methyl-piperidine 
H3-<4-acetylphenoxy)-propyl]-4-methyl-piperidine 
1 -[3-{4-propionylphenoxy)-propyl]-piperidine 
10 30. Medicament according to anyone of claims 25 to 29, for the 

treatment of central nervous system disorders, in particular Alzheimer disease, 
mood and attention alterations, cognitive deficits in psychiatric pathologies, 
obesity, vertigo and motion sickness. 

31 . Medicament according to anyone of claims 25 to 29, having 
15 psychotropic effects, promoting wakefulness, attention, memory and improving 

mood, intended to be used in particular in the treatment of Alzheimer disease 
and other cognitive disorders in aged persons, depressive or asthenic states. 

32. Medicament according to anyone of claims 25 to 29, having 
nootropic effects, intended to be used in particular in treatment to stimulate 

20 attention and memorization capacity. 

33. Medicament according to anyone of claims 25 to 29, for the 
treatment of obesity, vertigo and motion sickness. 

34. Medicament according to anyone of claims 25 to 29, for the 
treatment of CNS disorders, in particular of aged persons. 
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